Synthesis and Characterization

Materials and reagents
The complex [PtCl(dien)]Cl (dien = diethylenetriamine) was prepared by literature methods.
1 Purity was confirmed by 1 H and resonances of D2O at δ 4.79 and then adjusted for TMS = 0.00 ppm. The 195 Pt{ 1 H} NMR spectra were obtained in D2O with 40 mM solutions, at an operating frequency of 85.80
MHz, range of -1900 to -3500 ppm and 5000 scans. The spectra were referenced externally using standards of Na2PtCl6 in D2O (δ = 0 ppm).
Fluorescence spectroscopy. Fluorescence studies were recorded on a Varian Cary
Eclipse fluorometer with a single-cell Peltier accessory. Samples were irradiated with 280 nm light and spectra were recorded from 300 to 450 nm with a scan rate of 600 nm/min at 
Synthesis of PtN4 complexes
[Pt(dien)(9-EtGua)](NO3)2 -[PtCl(dien)]Cl was dissolved in H2O and 9-Ethylguanine (1 mol eq.) and AgNO3 (1.98 mol eq.) were added. The solution was heated at 50 o C in the dark for 24 hours. The solution was cooled to room temperature and filtered through celite to remove the precipitated AgCl. The solution was evaporated to dryness and acetone was added to precipitate the final product. The product may be recrystallized from H2O/acetone. 
Cytotoxicity and Cellular Accumulation
Overall, procedures followed those published from our group (See Ref.
3) Four million cells were incubated in 10 mL of RMPI media (10% FBS, 1%Pen-Strep) with 50 μM drug for 3 or 6 hours. The solutions were centrifuged at 1500 rpm at 4oC for 5 minutes, the media was removed and the cell pellet was washed with 2x10mL cold PBS. To digest samples for ICP-MS analysis, 1 mL of conc. HNO3 was added to the pellet and left to digest for 72 hours. Two mL of water were added, the solutions were filtered through a 0.45 _M GHP filter, and run on the ICP-MS to determine the concentration of platinum in each sample. 
Theoretical Methods
Geometry optimizations of small models were performed using Gaussian 09 4 with the B97-D semi-local generalized gradient approximation (GGA) DFT functional, a reparameterization of Becke's B97 functional with a semi-empirical dispersion correction.
B97-D performs very well for non-bonded interactions and adequately models
interactions found in biological systems. The D95V basis set with polarization functions was used for C, H, N and O. The Hay and Wadt effective core potential basis sets for S and Pt were augmented with polarization functions. Larger models were optimized using the ONIOM method and sub-dividing the model into semi-empirical (SE) and a quantum mechanical (QM, DFT(B-97D) regions. The SE region was constrained to the solution structure to preserve the steric effects of the surrounding protein, while the QM region was allowed to freely optimize. The SE regions was modeled with the PM6 method, which was parameterized to emphasize biochemical systems. 5 Charge decomposition analysis (CDA), as implemented in the Multiwfn program, 6 was used to quantify charge relocation between fragments in the π-stacked complex. 7 The charge donation from the occupied (occ) orbitals of the donor to the virtual (vir) orbitals of acceptor is denoted by d Docking calculations also corroborate the fluorescence-based experiments regarding Trp tracking. In Figure 4 , it is clear that Trp37 acts as a molecular recognition factor, with all final poses for the docked compounds ( Figure 4 ) appearing in close proximity of Trp37, even though no ligand pockets were used as guides for docking. 
